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START

STORE AT LEAST ONE PERFORMANCE CHARACTERISTIC PARAMETER OF AN
ASSAY AND AT LEAST ONE STANDARDIZED PROTOCOL FOR EACH ASSAY OF A
PLURALITY OF ASSAYS AND ASSAY TYPES USING A DATABASE DEVICE 910

!

RECEIVE A PERFORMANCE CHARACTERISTIC PARAMETER SELECTION AND AN
ASSAY SELECTION FROM A CLIENT DEVICE OF A LABORATORY THROUGH A b
COMMUNICATIONS DEVICE USING A SERVER COMPUTER 920

\

RETRIEVE ONE OR MORE PERFORMANCE CHARACTERISTIC PARAMETERS AND
A STANDARDIZED PROTOCOL FROM THE DATABASE DEVICE BASED ON THE
PERFORMANCE CHARACTERISTIC PARAMETER SELECTION AND THE ASSAY

SELECTION USING THE SERVER COMPUTER 930

!

SEND THE CLIENT DEVICE THE ONE OR MORE PERFORMANCE

CHARACTERISTIC PARAMETERS AND ONE OR MORE STUDY VARIABLE VALUES

OF THE STANDARDIZED PROTOCOL THROUGH THE COMMUNICATIONS DEVICE [~ )
USING THE SERVER COMPUTER 940

y

RECEIVE ONE OR MORE AMENDMENTS TO THE ONE OR MORE PERFORMANCE

CHARACTERISTIC PARAMETERS AND ONE OR MORE STUDY VARIABLE VALUES

OF THE STANDARDIZED PROTOCOL FROM THE CLIENT DEVICE THROUGH THE | )
COMMUNICATIONS DEVICE USING THE SERVER COMPUTER 950

!

GENERATE A PROTOCOL FOR THE ASSAY BASED ON THE ONE OR MORE
AMENDMENTS USING THE SERVER COMPUTER a
960

900 FIG. 9
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1
SYSTEMS AND METHODS FOR
LABORATORY ASSAY VALIDATION OR
VERIFICATION

CROSS-REFERENCE TO RELATED
APPLICATIONS

This application is a continuation of U.S. application Ser.
No. 13/294,382, now is U.S. Pat. No. 8,606,750, filed Nov.
11, 2011,which claims priority to U.S. application Ser. No.
61/413,322, filed Nov. 12, 2010, the disclosures of which are
hereby incorporated herein by reference in their entirety as if
set forth fully herein.

INTRODUCTION

A clinical diagnostic laboratory is required to perform a
validation study or verification study of a diagnostic assay
before that laboratory can implement the assay and report
patient results from the assay. A validation study is a study
designed for an assay that has not yet been approved by a
regulatory organization. This includes laboratory developed
assays, analyte specific reagent (ASR) based assays, and
modified regulatory approved assays. In contrast, a verifica-
tion study is a study for an assay that has been approved by a
regulatory organization. A regulatory organization that
approves assays in the United States is, for example, the Food
and Drug Administration (FDA).

A clinical diagnostic laboratory in the United States,
Europe, and other parts of the world is typically legally
required to perform a validation study or verification study as
demanded by the appropriate regulatory agency, peer-review
authority, or governing body for that laboratory. A governing
body in the United States for a diagnostic laboratory can
include, but is not limited to, the state of New York, the
College of American Pathologists (CAP), or the Clinical
Laboratory Improvement Amendments (CLIA) regulated by
the Centers for Medicare and Medicaid Services (CMS). In
contrast European laboratories need to fulfill different
requirements as e.g. described in ISO 15189. CAP require-
ments and ISO 15189 guidelines are not very specific and
leave room for interpretation. Therefore laboratories usually
customize their validation or verification studies to their spe-
cific needs and need to interpret their governing guideline.

Surveys show that it takes approximately 30 days for a
clinical diagnostic laboratory to interpret the guidelines of a
governing body and determine the requirements for a valida-
tion or verification study needed for a new assay from these
guidelines. [t then takes between three months to a year for the
study to be run and the results to be approved by the labora-
tory director and/or governing body. In addition, the labora-
tory must characterize, source, and order materials required
to run the study. The materials that are required to run the
study can include, assay reagents, sample preparation
reagents, patient specimens, and defined concentrations of
analyte in a defined sample matrix. Finally, all studies must be
completed and approved before the assay can generate any
revenue to cover these expenses. As a result, validating or
verifying a new assay represents a significant investment of
time, material, and money for a clinical diagnostic laboratory.

BRIEF DESCRIPTION OF THE DRAWINGS

The skilled artisan will understand that the drawings,
described below, are for illustration purposes only. The draw-
ings are not intended to limit the scope of the present teach-
ings in any way.

15

20

40

45

2

FIG. 1 is a block diagram that illustrates a computer sys-
tem, upon which embodiments of the present teachings may
be implemented.

FIG. 2is an exemplary study creation screen of a system for
generating a protocol for an assay, in accordance with various
embodiments.

FIG. 3 is an exemplary guideline and parameter selection
screen of a system for generating a protocol for an assay, in
accordance with various embodiments.

FIG. 4 is an exemplary study variable value selection
screen of a system for generating a protocol for an assay, in
accordance with various embodiments.

FIG. 5 is an exemplary day by day schedule of product
levels from a protocol, in accordance with various embodi-
ments.

FIG. 6 is an exemplary plate layout from a protocol, in
accordance with various embodiments.

FIG. 7 is an exemplary order summary screen of a system
for generating a protocol for an assay, in accordance with
various embodiments.

FIG. 8 is a schematic diagram showing a system for gen-
erating a protocol for an assay, in accordance with various
embodiments.

FIG. 9 is an exemplary flowchart showing a method for
generating a protocol for an assay, in accordance with various
embodiments.

FIG. 10 is a schematic diagram of a system that includes
one or more distinct software modules that performs a method
for generating a protocol for an assay, in accordance with
various embodiments.

Before one or more embodiments of the present teachings
are described in detail, one skilled in the art will appreciate
that the present teachings are not limited in their application
to the details of construction, the arrangements of compo-
nents, and the arrangement of steps set forth in the following
detailed description or illustrated in the drawings. Also, itisto
be understood that the phraseology and terminology used
herein is for the purpose of description and should not be
regarded as limiting.

DESCRIPTION OF VARIOUS EMBODIMENTS

Computer-Implemented System

FIG.1is ablock diagram that illustrates a computer system
100, upon which embodiments of the present teachings may
be implemented. Computer system 100 includes a bus 102 or
other communication mechanism for communicating infor-
mation, and a processor 104 coupled with bus 102 for pro-
cessing information. Computer system 100 also includes a
memory 106, which can be a random access memory (RAM)
or other dynamic storage device, coupled to bus 102 for
determining base calls, and instructions to be executed by
processor 104. Memory 106 also may be used for storing
temporary variables or other intermediate information during
execution of instructions to be executed by processor 104.
Computer system 100 further includes a read only memory
(ROM) 108 or other static storage device coupled to bus 102
for storing static information and instructions for processor
104. A storage device 110, such as a magnetic disk or optical
disk, is provided and coupled to bus 102 for storing informa-
tion and instructions.

Computer system 100 may be coupled via bus 102 to a
display 112, such as a cathode ray tube (CRT) or liquid crystal
display (LCD), for displaying information to a computer user.
An input device 114, including alphanumeric and other keys,
is coupled to bus 102 for communicating information and
command selections to processor 104. Another type of user
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input device is cursor control 116, such as a mouse, a trackball
or cursor direction keys for communicating direction infor-
mation and command selections to processor 104 and for
controlling cursor movement on display 112. This input
device typically has two degrees of freedom in two axes, a
first axis (i.e., x) and a second axis (i.e., y), that allows the
device to specify positions in a plane. In various embodi-
ments, functionality of the input device 116 and the display
112 can be combined, such as with a touch screen.

A computer system 100 can perform the present teachings.
Consistent with certain implementations of the present teach-
ings, results are provided by computer system 100 inresponse
to processor 104 executing one or more sequences of one or
more instructions contained in memory 106. Such instruc-
tions may be read into memory 106 from another computer-
readable medium, such as storage device 110. Execution of
the sequences of instructions contained in memory 106
causes processor 104 to perform the process described herein.
Alternatively hard-wired circuitry may be used in place of or
in combination with software instructions to implement the
present teachings. Thus implementations of the present teach-
ings are not limited to any specific combination of hardware
circuitry and software.

Computer system 100 also includes input/output port 118.
Input/output port 118 can be used to connect to a communi-
cations device. A communications device can include a wired
or wireless network interface device. A wired or wireless
network interface device can be connected to a network that is
private or public. An exemplary public network is the Inter-
net, for example. A wired or wireless network interface device
can be connected to the Internet through one or more com-
puters of one or more Internet service providers (ISPs). Com-
puter system 100 can be part of a system that can include, but
is not limited to, a distributed computing system, a Web-based
system, a cloud computing system, a software as a service
system (SAAS), or any combination thereof.

The term “non-transitory computer-readable medium” as
used herein refers to any tangible and non-transitory media
that participates in providing instructions to processor 104 for
execution. Such a medium may take many forms, including
but not limited to, non-volatile media, volatile media, and
transmission media. Non-volatile media includes, for
example, optical or magnetic disks, such as storage device
110. Volatile media includes dynamic memory, such as
memory 106. Transmission media includes coaxial cables,
copper wire, and fiber optics, including the wires that com-
prise bus 102.

Common forms of computer-readable media include, for
example, a floppy disk, a flexible disk, hard disk, magnetic
tape, or any other magnetic medium, a CD-ROM, any other
optical medium, punch cards, papertape, any other physical
medium with patterns ofholes, a RAM, PROM, and EPROM,
a FLASH-EPROM, any other memory chip or cartridge, or
any other tangible and non-transitory medium from which a
computer can read.

Various forms of computer readable media may be
involved in carrying one or more sequences of one or more
instructions to processor 104 for execution. For example, the
instructions may initially be carried on the magnetic disk of'a
remote computer. The remote computer can load the instruc-
tions into its dynamic memory and send the instructions over
a network, such as a wireless network, a wired network, or a
combination thereof. Input/output port 118 can receive the
data from the network and place the data on bus 102. Bus 102
carries the data to memory 106, from which processor 104
retrieves and executes the instructions. The instructions
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received by memory 106 may optionally be stored on storage
device 110 either before or after execution by processor 104.

In accordance with various embodiments, instructions
configured to be executed by a processor to perform a method
are stored on a tangible and non-transitory computer-readable
medium. The computer-readable medium can be a device that
stores digital information. For example, a computer-readable
medium includes a compact disc read-only memory (CD-
ROM) as is known in the art for storing software. The com-
puter-readable medium is accessed by a processor suitable for
executing instructions configured to be executed.

The following descriptions of various implementations of
the present teachings have been presented for purposes of
illustration and description. It is not exhaustive and does not
limit the present teachings to the precise form disclosed.
Modifications and variations are possible in light of the above
teachings or may be acquired from practicing of the present
teachings. Additionally, the described implementation
includes software but the present teachings may be imple-
mented as a combination of hardware and software or in
hardware alone. The present teachings may be implemented
with both object-oriented and non-object-oriented program-
ming systems.

Systems and Methods of Data Processing

As described above, a clinical diagnostic laboratory cannot
implement an assay and report patient results from that assay
until a protocol based on established guidelines for the assay
is performed and the results and reports generated from the
study are approved. Interpreting the guidelines of a governing
body, determining the requirements of the study from the
guidelines, obtaining materials, performing the study, and
obtaining approval for the results can take more than one year.
During that time no revenue can be generated from the assay
to offset the reagent and personnel costs to execute the study.
Additionally, since the assay has not been implemented, cur-
rent patient specimens may have to be sent to an outside
laboratory with a validated or verified assay to perform the
testing. This can result in payments to the outside lab and
additional costs due to the shipping and handling charges.
Consequently, any time that can be saved in the process of
validating or verifying an assay can result in earlier genera-
tion of revenue and a reduction in overall cost to the labora-
tory by bringing the assay in-house.

Invarious embodiments, systems and methods can be used
to automatically generate a protocol for an assay. The proto-
col can be guideline-based, for example. The protocol can be
generated based on a number of inputs provided by a labora-
tory, a number of stored and standardized protocols that are
known to satisfy a guideline, and logic used to calculate
values for variables of the standardized protocols based on the
inputs. Such systems and methods can speed the process of
validating or verifying an assay by eliminating the time a
laboratory needs to interpret a guideline, obtain materials,
and determine the requirements for the guideline. Such sys-
tems and methods can also speed the process of validating or
verifying an assay and lower the cost of the process by opti-
mizing the number of days required to perform the study and
optimizing the amount of material used in a study.

In various embodiments, one or more guidelines from one
or more governing bodies, from a laboratory, or from a peer-
review authority or peer-reviewed literature can be inter-
preted. The one or more guidelines can be interpreted by
conducting a literature search, for example. These literature
searches can be conducted regularly, the latest changes to
guidelines are interpreted, and the standardized protocols are
updated accordingly. Interpreting the one or more guidelines
can include determining performance characteristic param-
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eters of an assay for one or more guidelines. These perfor-
mance characteristic parameters of an assay can include, but
are not limited to, accuracy, linearity, normal values, repeat-
ability, reproducibility, clinical sensitivity, clinical specific-
ity, analytical sensitivity, analytical specificity, cross-reactiv-
ity, precision, within run precision (intra assay), between run
precision (inter assay), cut-off determination, influence of
potentially interfering substances (such as, e.g., anticoagu-
lants (e.g., citrate, EDTA, heparin), therapeutic drugs, sodium
azide, haemolytic, enteric, icteric, lipemic, and ethanol, PCR
inhibitors), inclusivity (ability to detect variants of an analyte,
e.g., viral subtypes), and limit of detection (LOD). The sum of
the tested performance characteristic parameters can provide
a nonclinical performance evaluation of the assay.

A protocol can be developed from just one performance
characteristic parameter, for example. In various embodi-
ments, a protocol can be developed from two or more perfor-
mance characteristic parameters. For example, a protocol can
be developed using the most difficult requirements of two or
more performance characteristic parameters.

In various embodiments, one or more standardized proto-
cols are developed for one or more assays or assay types. A
standardized protocol includes one or more study variables
that meet the interpreted requirements of the one or more
guidelines. The one or more study variables can include, but
are not limited to, the number of replicates, the number of
levels, the number of runs, the number of days needed to run
the study, or the type of instrument used to run the study.

A guideline can be selected by a laboratory or determined
based on information provided by a laboratory, such as the
location of the laboratory, analyte, and the regulatory status of
the assay. An assay or assay type, for example a quantitative
or qualitative assay, can also be selected by the laboratory.
Based on the selected guideline, performance characteristic
parameters can be retrieved from storage. Based on the
selected assay or assay type, selected guideline, and perfor-
mance characteristic parameters, a standardized protocol can
be retrieved from storage. The performance characteristic
parameters and study variables of the retrieved standardized
protocol can be populated with default values. These default
values can then be selected, deselected, overridden, or
accepted by the laboratory. The performance characteristic
parameters and study variables of the retrieved standardized
protocol can then be optimized and a protocol customized
specifically for the laboratory is generated. For example, the
system can adjustment to the performance characteristic
parameters or the study variables to minimize time needed for
the study, reagents consumed during the study, or instrument
time used during the study, or combinations thereof. Addi-
tionally, adjustments can be made to one of the performance
characteristic parameters or the study variables to achieve
agreement with the other.

FIG. 2 is an exemplary study creation screen 200 of a
system for generating a protocol for an assay, in accordance
with various embodiments. Screen 200 shows the creation of
averification study. Alternatively, a laboratory can use screen
200 to create a laboratory developed validation study. Screen
200 can include laboratory and assay identification fields 210.
Screen 200 also can include assay information fields 220,
which include assay type, analyte, units, and sample type for.
One or more guidelines for the laboratory can be determined
by selecting a laboratory location using location field 230. A
standardized protocol can be determined for a guideline of the
one or more guidelines by selecting a pre-packaged assay
using pre-packaged assay field 240 or by selecting a study
type using test type field 250.
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A pre-packaged assay can be available for a verification
study. Therefore, if a pre-packaged assay is selected in pre-
packaged assay field 240, test type field 250 can be also set to
verification. As described above, a verification study is a
study for an assay that has been approved by a regulatory
organization. Therefore, the study variables of the determined
standardized protocol for the verification study can typically
be well defined.

In contrast, a validation study is a study for a lab-developed
assay, or an assay that has not been approved by a regulatory
organization. A validation study can be, therefore, typically
more complex and allows more customization of the study
variables of the study. Consequently, selecting validation in
test type field 250 can determine a standardized protocol for
a guideline that generally requires more customization of the
study variables.

For example, after selecting validation in test type field 250
an assay type, an analyte, units of measurement, and a sample
type can be required and can be entered as shown in assay
information fields 220. An assay type can be quantitative or
qualitative, for example. A sample type can include, but is not
limited to, plasma, serum, or whole blood. A sample type can
be particularly important for validation. According to regula-
tions, an assay has to be validated for a specific sample type.
For example, if an assay is intended for the analysis of an
analyte thatis plasma, a study must be performed with plasma
samples. If the assay is intended for additional sample types
like serum, a separate validation study can be performed for
serum and the other additional sample types.

FIG. 3 is an exemplary guideline and parameter selection
screen 300 of a system for generating a protocol for an assay,
in accordance with various embodiments. As described
above, more than one guideline can be determined from a
laboratory location. As a result, guideline selection field 310
can allow a laboratory to select a guideline if two or more
guidelines are available. Based on the guideline selected in
guideline selection field 310, performance characteristic
parameters field 320 can be populated with selected param-
eters for that guideline. A laboratory can deselect any of the
selected parameters in parameters field 320.

As shown in screen 300, a guideline can be selected from
list generated from the location of laboratory. The perfor-
mance characteristic parameters in parameters field 320 can
be deselected to slightly modify the guideline. However, all
other parameters of the guideline can be preset.

Preset, standardized guidelines can sometimes be prob-
lematic for both small and large laboratories. For example, a
preset guideline for an assay may require a large amount of
materials and reagents that is too cost-prohibitive for a small
laboratory. As a result, the small laboratory may want to
modify the preset guideline to include, for example, 5 repli-
cates instead of 10. On the other hand, a large laboratory may
be interested in producing the highest confidence level in their
results for the same assay. Such a large laboratory may want
to modify the preset guideline to include, for example, 50
replicates instead of 10.

In various embodiments, a guideline can be customized by
alaboratory. A plurality of properties, parameters, acceptance
criteria, or variables of the guideline can be set, selected, or
deselected by the laboratory. The plurality of properties,
parameters, or variables can be cloned and modified from an
existing guideline or can be provided by the laboratory. An
existing guideline can be a guideline for the laboratory’s
location or for another location. The laboratory can also save
a custom guideline as a laboratory specific guideline.

FIG. 4 is an exemplary study variable value selection
screen 400 of a system for generating a protocol for an assay,
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in accordance with various embodiments. Screen 400 can be
used to assign values to study variables of a standardized
protocol. Instrument selection fields 410 can be used to
specify the instruments and potential sample layouts used by
the standardized protocol. Plate controls fields 420 can be
used to specify the control variable values used by the stan-
dardized protocol. Control variable values can include inde-
pendent run controls that may be commercially sourced or
developed internally by the lab, or assay specific kit controls
specified by the assay product insert. Assay properties fields
430 can be used to specify the values of additional assay
properties used by the standardized protocol. The assay prop-
erties fields can include, but are not limited to, required vol-
umes for each extraction and a required dead volume for the
sample preparation instrument.

Screen 400 is used, for example, to select or input values
for the study variables of a verification study. A validation
study, in contrast, typically includes many more study vari-
ables and selectable values. For example, validation study
variables and selectable values that can include, but are not
limited to, selectable plate layout fields, an estimated LOD,
and dilutions for interfering substances.

From the inputs and selections made in FIGS. 2-4 a stan-
dardized protocol can be selected and its parameters and
study variables are optimized. A protocol can then be gener-
ated for the laboratory. The protocol can be output to the
screen, printed, or stored in any file format. For example, the
protocol is stored in portable document format (PDF). The
protocol includes everything a laboratory needs to run the
study. The guideline-based protocol can include, but is not
limited to, a listing of the materials and reagents, an explana-
tion of the dilution of the materials, an explanation of the
handling of the materials, and a day by day schedule of
activities. A protocol can also include a plate layout for any
instrument selected for the study by the laboratory.

In various embodiments, the system may optimize the use
of reagents. The system can calculate quantities of reagents
consumed during the study and retrieve available sizes of the
reagents. The system can modify the protocol to minimize
reagent waste. For example, the system can calculate an
amount of reagent needed for each day and arrange the daily
schedule to minimize the number of times a new quantity of
reagent may be needed during a day, minimize the number of
days between opening a new quantity of a reagent and con-
suming the quantity of the reagent, minimize the amount of
opened reagent that goes unused over a break in the daily
schedule such as a weekend or holiday, or the like.

In various embodiments, the system may optimize the use
of instruments. The system can determine an amount of
instrument time needed and arrange the daily schedule to
minimize the time the instrument is idle, maintain the instru-
ment time used daily below a threshold to ensure the avail-
ability of the instrument for other tests, or the like.

FIG. 5 is an exemplary day by day schedule of product
levels 500 from a protocol, in accordance with various
embodiments. Schedule of product levels 500 indicates the
number of levels and replicates required for the study as well
as determining the optimal levels, days, and replicates for the
study. Schedule of product levels 500 also indicates the type
of material required for the study including quantitated/value
assigned material, non-value assigned material, and patient
specimen. FIG. 6 is an exemplary plate layout 600 from a
protocol, in accordance with various embodiments.

After a standardized protocol is selected and performance
characteristic parameters and study variables are optimized,
information other than the protocol can also be generated. For
example, a spreadsheet or other type of file can be generated
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to receive results from running the study. This file can later be
used to validate the results with the guideline.

Another problem for laboratories is sourcing and charac-
terizing the materials used in a validation or verification
study. In various embodiments, materials can be linked with
a generated protocol. For example, these materials can be
listed, quantified or un-quantified. These materials can
include, but are not limited to, samples, routine samples,
reagents, quality control materials, calibrators (e.g., measure-
ment standards), primary calibrator, secondary calibrator,
manufacturer’s working calibrator, manufacturer’s product
calibrator, non-value assigned materials, assayed controls,
un-assayed controls, International conventional calibration
materials, reference materials, a patient specimen, a positive
control, a negative control, standardized materials, traceable
materials including an assigned titer value and an uncertainty
value as e.g. defined in ISO 17511 (e.g., WHO standards),
otherwise value-assigned materials, commutable materials
(that is, they behave like patient samples), or panels (e.g., at
least two different samples having different titers such as a
dilution series, or an array). These materials can be naturally
occurring, such as, cell lines, FFPE, semi synthetic (e.g.
armored RNA or SynTura like materials) or synthetic (e.g.
DNA, RNA, plasmids, proteins). Materials can further
include dilution reagents for any of the above. Further, these
specific materials can be ordered directly from a supplier.

In various embodiments, an order summary can also be
generated after a standardized protocol is selected and per-
formance characteristic parameters and study variables are
optimized. An order summary is a listing of the minimum
amount of material needed to run the study based on the
laboratory inputs and the selected guideline. The minimum
amount of material can be found by optimizing the number of
replicates or samples needed for the study. For example, a
certain guideline may require six panels and seven levels to
determine accuracy and five panels and four levels to deter-
mine linearity. Because the linearity requirement of the
guideline needs fewer panels and levels than the accuracy
requirement, the linearity information can be obtained from
the accuracy data. In other words, separate samples may not
be needed to obtain accuracy and linearity information.

Similarly, the minimum amount of material can be found
by optimizing the handling of samples. For example, if an
instrument selected by a laboratory needs 500 uL. of a sample,
and the laboratory has already ordered a vial with 1 mI. ofthe
sample, the laboratory can get two samples for the study from
the already ordered and opened vial. The use of samples over
time can also be taken into account by this optimization. For
example, some samples can be adversely affected by being
frozen and thawed multiple times. As a result, multiple
accesses to a vial of material can be preferably scheduled to
occur on the same day.

FIG. 7 is an exemplary order summary screen 700 of a
system for generating a protocol for an assay, in accordance
with various embodiments. Order summary screen 700
includes study outline schedule 710. Study outline schedule
710 can be optimized to use a minimum amount of material.
The minimum amount of material found can be listed in order
section 720. Further a quote for this minimum amount of
material can be obtained by selecting request a quote selec-
tion 730. A quote can be obtained from a material supplier
using request a quote selection 730, for example. Request a
quote selection 730 provide communication access to a sup-
plier. This communications access can include, but is not
limited to, an email, a hyperlink, a text message, or a tele-
phone number.
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Once a protocol is generated, a laboratory can order the
materials and run the study. Results are collected from one or
more instruments used to run the study. These results can then
be analyzed statistically based on the parameters selected for
a guideline. Results are presented to the analysis by manually
entering the data, by entering the data in a spreadsheet and
uploading the spreadsheet, or by uploading the data directly
from the one or more instruments used to run the study.

In the analysis of results, values can be calculated for each
of'the parameters selected for the guideline. Data produced by
the analysis can be compared to an acceptance criteria set by
the end-user prior to executing the study. The results of this
comparison are displayed or printed as a report. Reports for
verification and validation studies are similar. However,
reports from validation studies typically list more parameters.
Reports can be approved, disapproved, or accepted with jus-
tification. If data produced by the analysis does not meet the
acceptance criteria set in the study, there is an option to revise
the acceptance criteria as long as a justification is provided.

In various embodiments, two or more levels of access are
provided to the analysis and the report. For example, there is
alow level access for a laboratory technician and a high level
access for a laboratory manager or director. With the high
level access, a laboratory manager can approve a report, dis-
approve a report, accept a report and provide justification, or
change the acceptance criteria in the analysis or the report.
With the low level access, a laboratory technician may view
protocols and reports and enter results.

Laboratory Assay Validation or Verification System

FIG. 8 is a schematic diagram showing a system 800 for
generating a protocol for an assay, in accordance with various
embodiments. System 800 includes server computer 810,
database device 820, and a communications device (not
shown). Server computer 810 is in communications with
database device 820 and the communications device. Data-
base device 820 is shown in FIG. 8 as connecting directly to
server computer 810. In various embodiments, database
device 820 can be connected indirectly to server computer
810 through any private or public network including network
840, for example.

Database device 820 is shown in FIG. 8 as a device that is
separate from server computer 810. In various embodiments,
database device 820 can include a hardware component of
server computer 810, such a storage disk drive. Similarly, the
communications device is, for example, a network interface
device that is part of server computer 810 in FI1G. 8. In various
embodiments, the communications device can be a device
that is separate from server computer 810.

Database device 820 stores at least one performance char-
acteristic parameter of an assay. Database device 820 also
stores at least one standardized protocol for each assay of a
plurality of assays and assay types. Database device 820 is
shown in FIG. 8 as one physical device. One skilled in the art
can appreciate that in various embodiments database device
820 can include two or more physical devices. Database
device 820 can also include one or more logical databases.

Server computer 810 receives a performance characteristic
parameter selection and an assay selection from client device
830 of a laboratory through the communications device. A
performance characteristic parameter selection can include,
but is not limited to a guideline selection. For example, server
computer 810 is connected to network 840 through the com-
munications device. Client device 830 is also connected to
network 840. As a result, server computer 810 communicates
with client device 830 across network 840. Network 840 can
be a private network or a public network. Network 840 is, for
example, the Internet. Server computer 810 and client device
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830 can communicate across network 840 using the hypertext
transport protocol (HTTP), for example. Server computer
810 and client device 830 can then effectively communicate
by exchanging Web pages, where server computer 810 is a
web server and client device 830 is a Web client.

Client device 830 may be connected to network 840
through a client communications device. Client device 830
can be, but is not limited to, a computer, a laboratory instru-
ment, a tablet device, a mobile device, or any device capable
of processing information and communicating across a net-
work.

Client device 830 can also be connected directly to labo-
ratory instrument 850. In various embodiments, client device
830 is a server computer for a laboratory information system
(LIS). A server computer for an LIS connects to other com-
puters (not shown) that are connected to one or more labora-
tory instruments. The server computer of an LIS receives all
the data generated by all of the instruments of the laboratory,
for example.

In response to receiving the performance characteristic
parameter selection and the assay selection, server computer
810 can retrieve one or more performance characteristic
parameters and a standardized protocol from the database
device based on the performance characteristic parameter
selection and the assay selection. Server computer 810 can
send client device 830 the one or more performance charac-
teristic parameters and one or more study variable values of
the standardized protocol through the communications
device. Server computer 810 can receive from client device
830 one or more amendments to the one or more performance
characteristic parameters and the one or more study variable
values of the standardized protocol through the communica-
tions device. Finally, server computer 810 generates a proto-
col for the assay based on the one or more amendments. A
protocol can include, but is not limited to, a validation proto-
col a verification protocol or a laboratory defined protocol. In
some embodiments, the protocol is guideline based.

In various embodiments, the performance characteristic
parameter selection received by server computer 810 is a
laboratory location. Server computer 810 can then retrieve
one or more performance characteristic parameters from the
database device based on a guideline determined from the
laboratory location.

In various embodiments, server computer 810 can further
generate an order summary for the materials used by the
protocol. The materials can include, for example, a panel or
positive control materials. Server computer 810 can optimize
the number of samples used by the protocol to minimize the
quantities of the materials listed on the order summary.

In various embodiments, server computer 810 can further
receive results from client device 830 after running the pro-
tocol, calculates parameter values for the one or more perfor-
mance characteristic parameters based on the results, com-
pares the parameter values to acceptance criteria for the
selected guideline, and generates a report for the comparison.
Server computer 810 also can further receive an amendment
to at least one acceptance criterion from client device 830
after running the protocol.

Laboratory Assay Validation or Verification Method

FIG. 9 is an exemplary flowchart showing a method 900 for
generating a protocol for an assay, in accordance with various
embodiments.

In step 910 of method 900, at least one performance char-
acteristic parameter of an assay and at least one standardized
protocol for each assay of a plurality of assays and assay types
can be stored using a database device.
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In step 920, a performance characteristic parameter selec-
tion and an assay selection can be received from a client
device of a laboratory through a communications device
using a server computer.

In step 930, one or more performance characteristic param-
eters and a standardized protocol can be retrieved from the
database device based on the performance characteristic
parameter selection and the assay selection using the server
computer.

In step 940, the client device can be sent the one or more
performance characteristic parameters and one or more study
variable values of the standardized protocol through the com-
munications device using the server computer.

In step 950, one or more amendments to the one or more
performance characteristic parameters and one or more study
variable values of the standardized protocol can be received
from the client device through the communications device
using the server computer.

In step 960, a protocol for the assay can be generated based
on the one or more amendments using the server computer.
Laboratory Assay Validation or Verification Computer Pro-
gram Product

In various embodiments, a computer program product can
include a non-transitory and tangible computer-readable stor-
age medium whose contents include a program with instruc-
tions that can be executed on a server computer so as to
perform a method for generating a protocol for an assay. This
method is performed by a system that includes one or more
distinct software modules.

FIG. 10 is a schematic diagram of a system 1000 that
includes one or more distinct software modules that performs
amethod for generating a protocol for an assay, in accordance
with various embodiments. System 1000 can include guide-
line module 1010 and protocol module 1020.

Guideline module 1010 can store at least one performance
characteristic parameter of an assay in a database device.
Guideline module 1010 can also store at least one standard-
ized protocol for each assay of a plurality of assays and assay
types in the database device.

Protocol module 1020 can receive a performance charac-
teristic parameter selection and an assay selection from a
client device of a laboratory through a communications
device. Protocol module 1020 can retrieve one or more per-
formance characteristic parameters and a standardized proto-
col from the database device based on the performance char-
acteristic parameter selection and the assay selection.
Protocol module 1020 can send the client device the one or
more performance characteristic parameters and one or more
study variable values of the standardized protocol through the
communications device. Protocol module 1020 can receive
from the client device one or more amendments to the one or
more performance characteristic parameters and one or more
study variable values of the standardized protocol through the
communications device. Finally, protocol module 1020 can
generate a protocol for the assay based on the one or more
amendments.

In various embodiments, system 1000 can also include
report module 1030. After a protocol is run in a laboratory, the
results from running the protocol can be uploaded and ana-
lyzed using report module 1030. Report module 1030 can
receive the results from a client device. Report module 1030
can then analyze and compares the results against acceptance
criteria. Finally, Report module 1030 can generate a report.

In a first aspect, a system for generating a protocol for an
assay can include a database device, a communications
device; and a server computer in communications with the
database device and the communications device. The data-

10

15

20

25

30

35

40

45

50

55

60

65

12

base device can be configured to store at least one perfor-
mance characteristic parameter of an assay and that be con-
figured to stores at least one standardized protocol for each
assay of a plurality of assays and assay types. The server
computer can be configured to receive a performance charac-
teristic parameter selection and an assay selection from a
client device of a laboratory through the communications
device, and retrieve one or more performance characteristic
parameters and a standardized protocol from the database
device based on the performance characteristic parameter
selection and the assay selection. Further, the server computer
can be configured to send the client device the one or more
performance characteristic parameters and one or more study
variable values of the standardized protocol through the com-
munications device, receive from the client device one or
more amendments to the one or more performance character-
istic parameters and one or more study variable values of the
standardized protocol through the communications device,
and generate a protocol for the assay based on the one or more
amendments.

Invarious embodiments of the first aspect, the performance
characteristic parameter selection can include a laboratory
location and the one or more performance characteristic
parameters can be retrieved from the database device based
on a guideline determined from the laboratory location.

In various embodiments of the first aspect, one or more
study variable values can comprise an acceptance criterion.
The protocol can comprise a validation protocol. The proto-
col can comprise a verification protocol. The protocol can
comprise a laboratory-defined protocol.

In various embodiments of the first aspect, the server com-
puter can be further configured to generate an order summary
for materials used by the protocol. The materials can com-
prise a panel or positive control materials. The server com-
puter can further generate an order for the materials based on
the order summary and communicates the order to a supplier.
The server computer can optimize the number of samples
used by the protocol to minimize the quantities of the mate-
rials listed on the order summary.

In various embodiments, the server computer can be fur-
ther configured to receive results from the client device after
running the protocol, calculates parameter values for the one
or more performance characteristic parameters based on the
results, compares the parameter values to acceptance criteria
selected by the client, and generates a report for the compari-
son.

In various embodiments, the server computer can be fur-
ther configured to receive from the client device an amend-
ment to at least one acceptance criterion after running the
protocol.

In a second aspect, a method for generating a protocol for
an assay can include storing at least one performance char-
acteristic parameter of an assay and storing at least one stan-
dardized protocol for each assay of a plurality of assays and
assay types using a database device. The method can further
include receiving a performance characteristic parameter
selection and an assay selection from a client device of a
laboratory through a communications device using a server
computer, and retrieving one or more performance character-
istic parameters and a standardized protocol from the data-
base device based on the performance characteristic param-
eter selection and the assay selection using the server
computer. The method can further include sending the client
device the one or more performance characteristic parameters
and one or more study variable values of the standardized
protocol through the communications device using the server
computer, receiving from the client device one or more



US 9,143,581 B2

13

amendments to the one or more performance characteristic
parameters and one or more study variable values of the
standardized protocol through the communications device
using the server computer, and generating a protocol for the
assay based on the one or more amendments using the server
computer.

In various embodiments of the second aspect, the perfor-
mance characteristic parameter selection can include a labo-
ratory location and the one or more performance characteris-
tic parameters can be retrieved from the database device
based on a guideline determined from the laboratory location.
One or more study variable values can include an acceptance
criterion. The protocol can include a validation protocol. The
protocol can include a verification protocol. The protocol can
include a laboratory-defined protocol.

In various embodiments of the second aspect, the method
can further include generating an order summary for materi-
als used by the protocol using the server computer.

In various embodiments of the second aspect, the materials
can include a panel or positive control materials.

In various embodiments of the second aspect, the method
can further comprise generating an order for the materials
based on the order summary and communicating the order to
a supplier using the server computer.

In various embodiments of the second aspect, the method
can further include optimizing the number of samples used by
the protocol to minimize the quantities of the materials listed
on the order summary using the server computer.

In various embodiments of the second aspect, the method
can further include receiving results from the client device
after running the protocol, calculating parameter values for
the one or more performance characteristic parameters based
on the results, comparing the parameter values to acceptance
criteria for the selected guideline, and generating a report for
the comparison using the server computer.

In various embodiments of the second aspect, the method
can further include receiving from the client device an
amendment to at least one acceptance criterion after running
the protocol using the server computer.

In a third aspect, a computer program product can include
a non-transitory and tangible computer-readable storage
medium whose contents include a program with instructions
being executed on a server computer so as to perform a
method for generating a protocol for an assay.

The method can include providing a system, wherein the
system comprises one or more distinct software modules. The
distinct software modules can include a guideline module and
aprotocol module. The method can further include storing in
a database device at least one performance characteristic
parameter of an assay and storing in the database device at
least one standardized protocol for each assay of a plurality of
assays and assay types using the guideline module. The
method can further include receiving a performance charac-
teristic parameter selection and an assay selection from a
client device of a laboratory through a communications
device using the protocol module, and retrieving one or more
performance characteristic parameters and a standardized
protocol from the database device based on the performance
characteristic parameter selection and the assay selection
using the protocol module. The method can further include
sending the client device the one or more performance char-
acteristic parameters and one or more study variable values of
the standardized protocol through the communications
device using the protocol module, receiving from the client
device one or more amendments to the one or more perfor-
mance characteristic parameters and one or more study vari-
able values of the standardized protocol through the commu-
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nications device using the protocol module, and generating a
protocol for the assay based on the one or more amendments
using the protocol module.

In various embodiments of the third aspect, the perfor-
mance characteristic parameter selection comprises a labora-
tory location and the one or more performance characteristic
parameters are retrieved from the database device based on a
guideline determined from the laboratory location. One or
more study variable values can include an acceptance crite-
rion. The protocol can include a validation protocol. The
protocol can include a verification protocol. The protocol can
include a laboratory-defined protocol.

In various embodiments of the third aspect, the computer
program product can further include generating an order sum-
mary for materials used by the protocol using the protocol
module. The materials can include a panel or positive control
materials. The computer program product can further include
generating an order for the materials based on the order sum-
mary and communicating the order to a supplier using the
protocol module. The computer program product can further
include optimizing the number of samples used by the proto-
col to minimize the quantities of the materials listed on the
order summary using the protocol module.

In various embodiments of the third aspect, the computer
program product can further include providing the system
with a report module and receiving results from the client
device after running the protocol, calculating parameter val-
ues for the one or more performance characteristic param-
eters based on the results, comparing the parameter values to
acceptance criteria for the selected guideline, and generating
a report for the comparison using the report module. The
computer program product can further include receiving from
the client device an amendment to at least one acceptance
criterion after running the protocol using the report module.

While the present teachings are described in conjunction
with various embodiments, it is not intended that the present
teachings be limited to such embodiments. On the contrary,
the present teachings encompass various alternatives, modi-
fications, and equivalents, as will be appreciated by those of
skill in the art.

Further, in describing various embodiments, the specifica-
tion may have presented a method and/or process as a par-
ticular sequence of steps. However, to the extent that the
method or process does not rely on the particular order of
steps set forth herein, the method or process should not be
limited to the particular sequence of steps described. As one
of ordinary skill in the art would appreciate, other sequences
of' steps may be possible. Therefore, the particular order of the
steps set forth in the specification should not be construed as
limitations on the claims. In addition, the claims directed to
the method and/or process should not be limited to the per-
formance of their steps in the order written, and one skilled in
the art can readily appreciate that the sequences may be varied
and still remain within the spirit and scope of the various
embodiments.

What is claimed is:
1. A computer program product comprising a tangible and
a non-transitory computer readable storage medium whose
contents include a program with instructions to perform a
method for generating a protocol for an assay and one or more
software modules for performing the method, wherein the
software modules include at least one of a guideline module,
a protocol module, and a report module, wherein the method
comprises:
storing in a database device at least one performance char-
acteristic parameter of an assay and storing in the data-
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base device at least one standardized analytical valida-
tion protocol for each assay of a plurality of assays and
assay types,

receiving a performance characteristic parameter selection

and an assay selection from a client device of a labora-
tory through a communications device using the analyti-
cal validation protocol module and wherein the perfor-
mance characteristic parameter selection comprises a
laboratory location and the one or more performance
characteristic parameters;

retrieving one or more performance characteristic param-

eters and a standardized analytical validation protocol
from the database device based on the performance char-
acteristic parameter selection and the assay selection;
sending the client device the one or more performance
characteristic parameters and one or more study variable
values of the standardized analytical validation protocol
through the communications device and wherein the one
or more study variable values comprises an acceptance
criterion;

receiving from the client device one or more amendments

to the one or more performance characteristic param-
eters and one or more study variable values of the stan-
dardized analytical validation protocol through the com-
munications device; and
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generating the analytical validation protocol for the assay

based on the one or more amendments.

2. The computer product of claim 1, comprising a guideline
module, a protocol module, and a report module.

3. The computer product of claim 2, wherein the guideline
module can store at least one performance characteristic
parameter of an assay in a database device.

4. The computer product of clam 2, wherein the protocol
module can receive or retrieve, or receive and retrieve, a
performance characteristic parameter selection through a
communication device.

5. The computer product of claim 2, wherein the report
module can receive a result from a client device.

6. The computer product of claim 5, wherein the report
further analyzes and compares results against acceptance cri-
teria.

7. The computer product of claim 6, wherein the report
module further generates a report.
8. A computer implemented method for generating an

assay protocol comprising utilizing the computer product of
claim 1.



